Although exposure to substantial stress has a major impact on the development of depression, there is considerable variability in the susceptibility of individuals to the adverse effects of stress. The personality trait of high anxiety has been identified as a vulnerability factor to develop depression. We propose here a new unifying model based on a series of neurocognitive mechanisms (and fed with crucial information provided by research on the fields of emotion, stress and cognition) whereby individuals presenting a high anxiety trait are particularly vulnerable to develop depression when facing stress and adversity. Our model highlights the importance of developing prevention programs addressed to restrain, in high anxious individuals, the triggering of a dysfunctional neurocognitive cascade while coping with stress.
Introduction
Individual differences in personality traits have been associated with both resilience to stress and stress-induced depression [1] . In particular, strong evidence highlights high anxiety trait as an important risk factor for the development (onset, severity and outcome) of depression [2, 3] . However, it is not yet clear which are the mediating mechanisms, processes and factors whereby an individual with a highly anxious personality eventually evolves into clinical depression. To address this question it is important to also bear in mind that there is a considerable comorbidity between depression and anxiety disorders ($40-60%) [4] that seems to follow a temporal relationship, with anxiety disorders tending to precede the onset of depressive disorders and probably increasing the risk for subsequent depression [5] .
Recent work suggests that the etiological factors (i.e. genetic and environmental) that influence high anxiety trait are the same as those that increase susceptibility for anxiety disorders and major depression (for review, see Ref.
[3]). Two etiological hypotheses can account for such a picture: (i) that high anxiety trait, anxiety disorders and major depression are all directly caused by common etiological factors without necessary interrelations among themselves ( Figure 1a) ; or (ii) that the etiological factors lead to high anxiety trait, which, in turn, predisposes to anxiety disorders and depression, contemplating the possibility that the first occurrence of anxiety disorders facilitates the triggering of depression; this hypothesis also accounts for situations in which depression is directly developed from high anxiety trait (Figure 1b) . Whereas the first hypothetical model proposes a direct link between etiological factors and the vulnerability to develop depression, the second model puts forward the personality trait of high anxiety as the vulnerability phenotype that mediates subsequent psychopathological developments. Given that substantial evidence indicates that high anxiety trait is a vulnerability factor to develop not only depression but also anxiety disorders [2, 3, 6] , and that anxiety trait, therefore, might mediate some of the elevated comorbidity between anxiety disorders and depression [7] , we argue in favor of the etiological model represented in Figure 1b and against the model based on a parallel causation as represented in Figure 1a . However, the model in Figure 1b implies a 'deterministic' link between high anxiety trait and the development of depression, which is at odds with emerging information emphasizing the modulatory role of stressful life events, which we reflect in the expanded model presented in Figure 2 .
Although the discovery of risk factors (e.g. genetic, personality and stress) is essential to progress on the understanding of depression, it does not explain, by itself, what mechanisms mediate vulnerability to develop the disorder and its progression. Very active research in recent years has identified essential elements (e.g. neurocognitive patterns and neuroendocrine alterations) that, although representing important milestones in the field, only provide partial explanations for the understanding of how high anxiety trait predisposes to depression. Likewise, intensive work on the intricate interactions between emotion, stress and cognition has provided, in turn, important hints about the key role of such interactions for the development of depression. However, this information has so far remained rather fragmented and no unifying theory has as yet been offered.
Here, we propose a unifying model that integrates major progress on converging but independent research fields and proposes a trajectory whereby individuals presenting the vulnerability trait of high anxiety can eventually develop depression. We first go through the major neurocognitive and neuroendocrine hallmarks of depression to then examine the essential factors in high anxiety trait that promote the transition from the phenotypic predisposition provided by the personality trait to the dysfunctional alterations linked to depressive psychopathology.
